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Hormônios do córtex adrenal 
Estudo prospectivo e randomizado que avalia a adição de corticoide à viscossuplementação: três meses de seguimento Introduction
Osteoarthritis is the commonest form of joint disease 1 and is a pathological condition of multifactorial origin that leads to destruction of the joint cartilage and inflammatory alterations throughout the joint. 2 With the progressive increase in life expectancy, this pathological condition is further increasing in importance, not only with regard to health, but also with regard to the costs generated by the disease. In Brazil, a projection from the Brazilian Institute for Geography and Statistics (IBGE) has indicated that in 2050, the proportion of individuals over the age of 65 years, which in 2000 was only 5% of the population, will have increased to approximately 18%. 3 There are more than 50 methods for treating knee osteoarthritis. 4 The main treatment options include nonpharmacological management, pharmacological management, 5 use of intra-articular injections and surgical treatments. 6 Intra-articular injections have been used for many years to treat painful joint disorders, especially by means of injecting crystalline suspensions of long-duration corticosteroids. 7 Viscosupplementation, which is a relatively new intervention, consists of injection of exogenous hyaluronic acid into diarthrodial joints in order to treat osteoarthritis. 8 Hyaluronic acid is a polysaccharide that is produced naturally by type B cells of the synovial membrane. Its molecules, of high molecular weight, form a high-viscosity solution that serves both as a lubricant and as a shock absorber. 9 Viscosupplementation has short-term efficacy due to its pain-relief effect, but it is also considered to be a drug that modifies the course of osteoarthritis, with benefits within a period lasting for between six months and a few years. 10 It is believed that the long-term results from hyaluronic acid are due to its modulating mechanism of action, especially through its interaction with the CD44 receptors of synoviocytes. 11 Most placebo-controlled studies demonstrate clinical improvement within two to five weeks after the intraarticular injection of hyaluronic acid. 12 In comparing viscosupplementation with intra-articular injection of corticosteroids, the most recent data suggest that over the first four weeks, intra-articular corticosteroids seem to be relatively more effective against pain. From the fourth week onwards, the two approaches have equal efficacy, but after the eighth week, hyaluronic acid has greater efficacy. 13 The late start, combined with reports of synovitis as a reaction to the procedure, may discourage physicians and patients in relation to using viscosupplementation.
Objective
To assess whether the initial clinical results from viscosupplementation could be improved through addition of corticosteroid. In this randomized double-blind prospective clinical trial, 104 patients with diagnoses of knee osteoarthritis were evaluated. All of the patients were already undergoing treatment administered by the osteometabolic disease group of IOT-HCFMUSP. Our usual treatment consisted of education through classes, class notes, audiovisual material and guidance from orthopedists, nutritionists, psychologists, occupational therapists, physical educators and social assistants. All the patients, except for those with contraindications, were making use of analgesics as required (paracetamol and codeine). According to their knee alignment, use of shoe insoles would also be indicated. None of the patients routinely used non-steroidal anti-inflammatory drugs (NSAIDs), and their use was discouraged throughout the study, until seven days after the procedure.
Methods

Inclusion criteria
-fulfilling the diagnostic criteria for osteoarthritis of the American College of Rheumatology; 14 -understanding, agreeing with and signing the free and informed consent statement; -absence of any history of previous fracture in the knee to be assessed; -absence of any history of previous surgery in the knee to be assessed; -absence of any history of allergy to any of the substances used; -not having undergone any infiltration in the knee to be assessed over the last six months; -being under treatment with our group for at least six months; -not having used NSAIDs over the last seven days.
Exclusion criteria
-undergoing surgery on the knee assessed, during the follow-up period; -need for new infiltration in the knee assessed, during the follow-up period; -severe reaction to the procedure; -development of active infection during the study; -use of NSAIDs at any time.
One week before the infiltration, the patients were asked to fill out the free and informed consent statement, the visual analogue pain scale (VAS), 15 and the WOMAC 16 and Lequesne questionnaires. 17 The visual scale and the questionnaires were also answered one week after the infiltration (week 1)), four weeks afterwards (week 4) and 12 weeks afterwards (week 12). Anteroposterior and lateral radiographs with loading on the affected knee were evaluated, and the radiological classification was made by three observers using the system of Kellgren and Lawrence. 18 The patient sample size was estimated by calculating an n that would enable statistical power of 80% and a significance level of 5%. The patients were randomized into two groups of 52 patients each (groups 1 and 2), by means of simple randomization generated by a computer program. The investigator who performed the randomization did not know the patients and did not participate in any intervention. The three investigators who performed the infiltrations did not have any contact with the patients at any other time. The investigators who applied the questionnaires, both before the procedure and at the return visits in weeks 1, 4 and 12, did not know which group the patients belonged to. The patients were not allowed to know which group they belonged to, or to see what was being infiltrated.
The patients in group 1 underwent a viscosupplementation procedure in the arthritic knee consisting of infiltration of 6 mL of hylan GF-20. The patients in group 2 underwent a viscosupplementation procedure in the arthritic knee consisting of infiltration of 6 mL of hylan GF-20 and 1 mL (20 mg) of triamcinolone hexacetonide.
All the procedures were performed in an outpatient environment, using the same technique. The infiltration into the knee was done with the patient seated with the knees at 90 degrees and lower legs off the bed. The access route chosen for the joint injection was an anterolateral route. 19 The procedures were performed by three investigators with experience of viscosupplementation. Immediately after the procedure, the patients were released without restrictions, with the instruction to take paracetamol (500 mg) every 6 hours for three days.
To investigate whether the groups differed in relation to nominal characteristics, we described the characteristics according to the groups using absolute and relative frequencies. We investigated whether associations existed by using the chisquare or Fisher exact test, or the likelihood ratio when the sample was insufficient to apply the chi-square test.
The quantitative characteristics were described according to the groups by using summary measurements (mean, standard deviation, median, minimum and maximum), and the values were compared between the groups by using Student's t test.
The pain and functionality scales were described according to the groups and the times of the evaluations, by using summary measurements, and the values were compared between the groups and times by using analysis of variance with repeated measurements, with two factors that made the assumption of a first-order autoregressive correlation matrix between the times, followed by Tukey multiple comparisons in order to compare the groups and times in pairs. Figure 1 presents the flow diagram for the study. Table 1 describes the nominal characteristics of the patients according to the groups, and the results from the association tests. In this table, it can be seen that the characteristics evaluated did not present any statistically significant associations with the groups of patients (p > 0.05), i.e. the groups were homogenous in relation to the nominal characteristics evaluated. Table 2 describes the numerical characteristics of the patients according to the groups, and the results from the association tests. In this table, it can be seen that the characteristics evaluated were on average statistically equal in the two groups of patients (p > 0.05).
The numerical characteristics of the preoperative scores were on average statistically equal in the two groups of patients, with p > 0.05 (Table 3) . Table 3 presents the results from the VAS, WOMAC, WOMAC pain and Lequesne questionnaires at all the times evaluated. Figure 2 presents the results from the WOMAC questionnaire, with a statistically significant reduction in group 1 from week 4 in relation to the preoperative situation (p < 0.05). Group 2 Table 3 -Description of the scales according to groups, and the times evaluated.
From Figure 3 , it can be seen that the results from the pain scale (VAS) showed a statistically significant reduction from the preoperative situation to the other times, in both groups (p < 0.05), although in group 2 the mean reduction was quantitatively larger. In week 1, the mean value on the pain scale was significantly lower in group 2 than in group 1 (p = 0.014).
In Figure 4 , it can be seen that the mean Lequesne value showed a statistically significant reduction from the preoperative situation to the times from week 4 onwards (p < 0.05) in group 1. In group 2, the mean reduction from the preoperative situation to the subsequent weeks already presented statistical significance from week 1 onwards (p < 0.05). However, in week 24, the mean Lequesne value in this group became statistically equal to the preoperative value (p = 0.076). There was no statistical difference between the groups at any time.
Figures 2 to 4 suggest that there were earlier reductions on the WOMAC and VAS scales in group 2. Figure 3 does not suggest that there was a difference on the Lequesne scale between the groups, but it seemed that the behavior of the Lequesne scale over the course of the evaluations was inconstant.
There was no statistical difference between the groups regarding occurrences of adverse effects from the viscosupplementation procedure (Table 4) . Among all the patients, 17.3% reported having some type of pain or discomfort after the infiltration and 4.8% presented joint effusion. Only one patient in group 1 presented great pain and large volumes of joint effusion, and this patient underwent puncture with drainage of the effusion and infiltration of corticosteroids to alleviate the symptoms. This patient was excluded from the remainder of the study. All the other patients with adverse effects presented mild symptoms and were treated with ice, analgesics and rest.
Discussion
Improvements were observed in all the patients, but the VAS and WOMAC values diminished to lower levels and earlier in the group in which corticosteroids were used in association with viscosupplementation (group 2). This phenomenon can be explained by the faster mechanism of action of corticoids, as observed in the literature. 13 It remains uncertain how the addition of corticosteroids affects the modifying effect of hyaluronic acid, despite the similar clinical results. To evaluate the progression of the disease, objective methods such as measuring the joint space (JSW) 2, 21 or advanced imaging studies like magnetic resonance imaging (MRI) have not been used. 22 There is also some concern regarding the chondrotoxicity of intra-articular corticosteroids, but a review of the literature has shown evidence of sufficient security regarding this subject. 23 A clinical trial with two years of follow-up showed that there was no loss of joint space after intra-articular injection of triamcinolone hexacetonide at three-month intervals. 24 O s t e o a r t h r i t i c c h o n d r o c y t e s a r e d e f i c i e n t i n glucocorticoid receptors 25 and the weak response to circulating corticosteroids may be one of the factors involved in the higher levels of cytokines and metalloproteinases in osteoarthritic joints. Therefore, in addition to improving the initial results from viscosupplementation, it can be speculated that addition of triamcinolone hexacetonide may even affect the long-term results positively. Further studies on this subject are necessary.
The present study has some limitations. The use of analgesics or any non-pharmacological treatment was not controlled. However, we believe that viscosupplementation is a procedure that should not exclude any other type of treatment for osteoarthritis, whether pharmacological or not. We maintained the usual treatment and the patients were encouraged to continue to use any medication that they were using before the viscosupplementation, as described earlier. The present study took a pragmatic approach that focused not only on efficacy or safety, but also attempted to place viscosupplementation within the context of the real world, together with the concept of efficacy. 26 As mentioned earlier, clinical scores such as WOMAC and Lequesne are not capable of individualizing one knee from the other when the patient has bilateral osteoarthritis. Therefore, in the present study, the patients with bilateral disease underwent treatment for both knees with the same drug, and only the knee that the patient reported to be "worse" was taken into consideration. IN the literature, there are better results from viscosupplementation in patients with less severe osteoarthritis, 27 i.e. lower K&L levels, but our results did not show a statistical association in this regard.
The present study did not have a placebo group that received saline injection. There are several studies comparing placebo with viscosupplementation and comparing placebo injection with corticosteroids. Our aim was to improve the results from viscosupplementation, since we believe that the issue of its efficacy has already been answered in the current literature. 12, 20 Thus, the present study had a control group that also received treatment (viscosupplementation), which avoided the ethical problems involved in using a placebo group.
Most products containing hyaluronic acid that are available on the market have to be administered by means of three to five injections. The regimen used for the present study was a single dose of 6 mL of hylan GF-20, which is only accepted for this product in particular. 28 Regarding the type of hyaluronic acid used for viscosupplementation, there is no convincing evidence to show that one product is superior to another, in relation to molecular weight and the concentration or number of cross-bonds. 12, 20 We believe that the results from the present study can be extrapolated to viscosupplementation procedures in general.
Adverse effects may occur in 4.2% of the patients, such as knee effusion, pain, heat and erythema. 29 The present study found a higher pain rate and a similar rate for effusion. Curiously, there was no statistical difference between the groups of adverse effects. Another unexpected result was the absence, one week after the procedure, of any statistically significant difference between the groups, according to the WOMAC pain subscale (p = 0.324), in contrast with the comparison made using the total WOMAC scale at the same time point. This may provide proof of the good analgesic effect of viscosupplementation.
Conclusion
Addition of 1 ml of triamcinolone hexacetonide significantly improved the pain and function results from viscosupplementation over the short term.
